It's what we know for sure that just ain't so^.
Proteinuria
The amount of proteinuria continues to be one of the parameters that best correlates with the development of renal failure in any glomerular pathology. This circumstance is especially relevant when the analysis is limited to IgA nephropathy (IgAN). Although there is no prospective evidence, the influence of proteinuria on renal evolution has been strongly tested in retrospective studies with a very high number of patients after long follow-up periods [1] [2] [3] .
There is a broad agreement in the nephrological world that treatment with blockade of the renin-angiotensin-aldosterone system (RAAS) is the chosen treatment in patients with IgAN and proteinuria greater than 0.5-1 g/day and arterial hypertension [4] . There are very few randomized, controlled trials (RCT) in IgAN, even though it is the most common glomerular disease worldwide. However, these few studies have shown a significantly better renal survival in patients treated in this way, provided that the targets of proteinuria and blood pressure are achieved [5] [6] [7] . The early antiproteinuric effect of blockade RAAS and its recognized local activity have shown a clear renal benefit in the pediatric population.
In this issue of the Pediatric Nephrology, Shima et al. [8] report the first RCT that compares the effectiveness and safety of lisinopril in monotherapy versus the combination of lisinopril and losartan in children with IgAN and mild proteinuria. This is a Japanese multicenter study (19 hospitals) prospective, open-label, and randomized (1:1, adjusted by age) phase II controlled conducted between 2005 and 2010 in 63 pediatric patients with biopsy-proven IgA nephropathy and mild proteinuria. The primary end-point was the rate of disappearance of proteinuria between the monotherapy group (group A) and the combination group (group B) after a follow-up of 749 and 743 days, respectively. At the end of the study, no significant differences were observed in the disappearance of proteinuria between the two groups (group A, 89.3% vs. group B, 89%) without differences in safety either. The authors concluded that the combination of lisinopril with losartan does not provide any benefit to treatment with lisinopril alone. However, it is important to highlight that the inclusion criteria of patients can qualify these results. Only patients with mild proteinuria and renal biopsy showing minimal or focal mesangial proliferation (less than 80% glomeruli with moderate or severe mesangial cell proliferation) were included. All the enrolled patients showed an estimated glomerular filtration rate (eGFR) greater than 60 ml/min/1.73 m 2 and the percentage of patients with urinary protein excretion to creatinine ratio (uP/Cr) greater than 0.5 g/g was 42.9% in group A and of 34.5% in group B. As a relevant data, complete remission was reached in 32.2% of patients in group A and in 45% in group B (defined as the disappearance of hematuria, a ratio uP/Cr < 0.2 g/g and eGFR > 60 ml/min/ 1.73 m 2 ). One of the things that IgAN suffers is that there is no consistent data on the number of patients who achieved a spontaneous remission. This same group published its experience with a large series of 555 patients, of which 57 (10.3%) achieved spontaneous remission without receiving any medication. These patients showed minor glomerular abnormalities or focal mesangial proliferation. In this study, the authors advise that physicians should consider the possibility of spontaneous remission and wait for the use of relatively aggressive immunosuppressive treatments in IgAN patients with minor glomerular abnormalities or focal mesangial proliferation [9] . Our group observed remission in 37.6% of 141 patients with IgAN who presented with microhematuria and proteinuria lower than 0.5 g/day at renal biopsy (59 patients treated with RAAS blockers; mean observation period 108 months) [10] . In this series, 51% of the patients were under 18 years old with a mean baseline creatinine of 0.69 mg/dl and a mean baseline proteinuria of 0.19 g/day; of this group, 40.8% achieved spontaneous remission. Currently, and in light of the few studies conducted, few nephrologists would indicate a renal biopsy in patients with isolated microhematuria or proteinuria less than 0.5 g/day besides microhematuria. However, there are many patients with IgAN that can present with these, a priori, little significant alterations. This circumstance has led some authors to coin the term Bbenign IgA nephropathy.^In turn, there are very few solid studies that have analyzed the evolution of this type of patients with relatively benign presentation. The information on the evolution of these patients is very important to be able to establish that IgAN are progressive.
In any case, it is essential to show that the studies carried out in Southeast Asia (China and Japan) have suggested that IgAN presenting with hematuria and minimal proteinuria can behave as progressive diseases with development of proteinuria greater than 0.5-1 g/day in 33-46% of patients, hypertension in 26-38%, and worsening of renal function in 7-24% after a median follow-up of 7-11 years [11] [12] [13] [14] . Probably one of the great virtues and differential facts of the study, besides being an RCT, is that the diagnosis was made in school screening in more than 80% of cases and that the entire population analyzed is of Asian origin, fact of great relevance when comparing the previously described results in the Caucasian population. It is important to note that since 1974 in Japan, all children between 6 and 18 years old are included in the annual governmental screening program, circumstance that makes it a unique cohort.
Genetics: the future of glomerular diseases is here
Genome-wide association studies have identified that Asian patients present a worse clinical evolution regardless to their place of birth and despite the clinical similarities at the time of presentation when compared with the series of Caucasian patients [15] [16] [17] . These findings can be correlated with the results of two of the large RCT performed to evaluate the effect of immunosuppression in IgAN; in the STOP-Trial, the control group (Caucasian population) showed an annual glomerular filtration loss of 1.6 m/min/1.73 m 2 whereas in the TESTING (Asian population), the loss was 6.8 ml/min/ 1.73 m 2 [18, 19] . A very attractive possibility is that genetic variations can justify the different outcomes of these patients. In this way, the deletion in the genes of complement regulatory proteins CFHR1-CFHR3 that confers protection against IgAN is very rare in the countries of Southeast Asia and much more frequent in the black population, where the incidence and prevalence of IgAN is much smaller.
BHuman beings are ultimately nothing but carrierspassageways-for genes. They ride us into the ground like racehorses from generation to generation. Genes don't think about what constitutes good or evil. They don't care whether we are happy or unhappy. We're just means to an end for them They only thing they think about is what is most efficient for them^.
Haruki Murakami

Hematuria: inexplicably forgotten
The variability and severity of glomerular manifestations in IgAN, as well as the long disease course make it difficult to predict the prognosis of patients and establish a regulated treatment. Taking as a reference the recommendations of the Kidney Disease Improving Global Outcomes (KDIGO) guidelines, the risk of progression towards end stage renal disease (ESRD) of a patient with IgAN is determined by the mean proteinuria during follow-up, glomerular filtration rate, and blood pressure [4] . Despite the fact that microhematuria is a cardinal symptom in IgAN, very little relevance has occupied as a negative prognostic factor in IgAN, unlike the proteinuria that continues to occupy a central role. This lack of interest in microhematuria is surprising because it is a defining symptom of the pathology with very different evolution between some patients. In some patients the amount of microhematuria decreases progressively while in others, it disappears spontaneously. In this RCT, hematuria was determined by semiquantitative methods through urine test strips. In group A, 87.1% of patients presented 3+ and in group B 54.8% 3+ and 32.3% 2+. In both groups, there was a reduction of the hematuria during the follow-up without repercussion in the renal evolution in probable relation with the favorable evolution of the whole series. A possible explanation for the disappearance of hematuria could be the recognized antiinflammatory effect of the treatment with both angiotensinconverting inhibitors (ACEIs) and angiotensin II receptor blockers (ARBs). However, Sevillano et al. have published recently a meticolous analysis of the prognostic influence of the amount of hematuria in a cohort of 112 patients with IgAN followed through an average of 14 years [20] . The amount of mean hematuria during follow-up was significantly correlated with renal evolution and its disappearance marked an evident prognostic improvement. This is probably the first study that shows that patients with proteinuria but without hematuria are not the same as patients with proteinuria and hematuria at the same time, this association clearly predicts a more ominous prognosis. Therefore, hematuria should be an element to evaluate in patients with IgAN and should be used to select patients with more aggressive behavior for their inclusion in future RCTs with immunosuppressants.
Histology: already recognized cornerstone
On the other hand, histology has gained great importance in the wake of the recent Oxford Classification. This classification has also shown its validity in the pediatric population and maintains its ability to predict renal prognosis independently [21] [22] [23] [24] . Shima et al. have made a great effort to reclassify patients according to this classification. Histologically, the patients did not show significant lesions of mesangial proliferation, no patient presented endocapillary proliferation, and tubulo-interstitial damage was also very scarce. Nevertheless, and as in the Spanish series, a significant percentage of patients had segmental and focal hyalinosis lesions. Moreover, the percentage of crescents was higher than expected with more than 50% of the patients showing C1 lesions according to the new Oxford Classification (MEST-C) [25] .
Although the clinical behavior of patients can be defined as Bbenign,^some of the histological findings can be used for early identification of children at risk of progression of kidney disease. Due to the fact that most patients are diagnosed in school screening, it is likely that many patients will be diagnosed in the early stages of the disease. The VALIGA (European Validation Study of the Oxford Classification of IgAN) included 261 children and young adults [26] . The children enrolled were patients with mild proteinuria and some acute glomerular lesions, features very similar to those of the Japanese cohort. In this series, children aged < 16 years old without mesangial hypercllularity (M0) and eGFR > 90 ml/ min/1.73 m 2 have a high probability of proteinuria remission during follow-up. In conclusión, the Oxford Classification appears to be valid for predicting renal outcome in children and crescents are an independently significant factor for renal survival.
In this RCT of Shima et al., more than 80% of the patients were rebiopsied after approximately 24 months of follow-up, demonstrating a reduction in proliferative lesions (M1 and C1) with an increase in scar lesions of segmental and global sclerosis. This histological information gives the study one of its main strengths and reflects that the timing of renal biopsy may significantly affect the variables in the Oxford Classification [27] .
Conclusions
This is a very important study but with some weaknesses that must be highlighted, (a) the sample size calculated of 110 patients was not reached, (b) the follow-up time was short, and (c) the patients included in the trial had a relatively clinical profile Bbenign^which can lower the conclusions about the usefulness of combined treatment with ACEI + ARB. On the other hand, it is the first RCT study that evaluates the combination of ACEI + ARB in the pediatric population. The safety profile of the combination, at the maximum authorized doses, was excellent. We can affirm with this study that this therapeutic combination is not effective in this group of patients with IgAN. In turn, we must emphasize that no patient in the study developed ESRD, which is not a justification for this type of patients should not be followed routinely by the nephrologist considering their chances of progression.
In summary, this trial shows that the NIgA approach should be changed by incorporating models to identify combined clinical (proteinuria, hematuria, eGFR…), histological (MEST-C, C4d…), and genetic risk factors for disease progression.
